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(57) Abstract: This invention concerns substituted l-piperidin-3-yl-4-piperidin-4-yl-piperazine derivatives having neurokinin an- 
tagonistic activity, in particular NKi antagonistic activity, a combined NK,/NK 3 antagonistic activity and a combined NKi/NK 2 /NK 3 
antagonistic activity, their preparation, compositions comprising them and their use as a medicine, in particular for the treatment of 



^ schizophrenia, emesis, anxiety and depression, irritable bowel syndrom (IBS), circadian rhythm disturbances, visceral pain, neuro- 
genie inflammation, asthma, micturition disorders such as urinary incontinence and nociception. The compounds according to the 
fT) invention can be represented by general Formula (I) and comprises also the pharmaceutical ly acceptable acid or base addition salts 
V© thereof, the stereochemical ly isomeric forms thereof, the Af-oxide form thereof and prodrugs thereof, wherein all substituents are 
defined as in Claim 1. In view of their capability to antagonize the actions of tachykinins by blocking the neurokinin receptors, and 
^ in particular antagonizing the actions of substance P, Neurokinin A and Neurokinin B by blocking the NKi, NK 2 and NK 3 recep- 
Tf tors, the compounds according to the invention are useful as a medicine, in particular in the prophylactic and therapeutic treatment 
O of tachykinin-mediated conditions, such as, for instance CNS disorders, in particular schizoaffective disorders, depression, anxiety 
^ disorders, stress -related disorders, sleep disorders, cognitive disorders, personality disorders, eating disorders, neurodegenerative 
diseases, addiction disorders, mood disorders, sexual dysfunction, pain and other CNS-related conditions; inflammation; allergic 
Q disorders; emesis; gastrointestinal disorders, in particular irritable bowel syndrome (IBS); skin disorders; vasospastic diseases; fl- 
^ brosing and collagen diseases; disorders related to immune enhancement or suppression and rheumatic diseases and body weight 
^ control. 



WO 2004/056364 Al llHIBIillllllllillllllllfl 



ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PT, RO, SE, 
SI, SK, TR), OAPI patent (BF, BJ, CF, CG, CL, CM, GA, 
GN, GQ, GW, ML, MR, NE, SN t TD, TG). 

Declarations under Rule 4.17: 

— as to applicant 's entitlement to apply for and be granted a 
patent (Rule 4.17(H)) for all designations 

— as to the applicant 's entitlement to claim the priority of the 
earlier application (Rule 4A7(iii)) for all designations 

— of invetuorship ( Rule 4. 1 7( iv)) for US only 



Published: 

— with international search report 

— before the expiration of the time limit for amending the 
claims and to be republished in the event of receipt of 
amendments 

For two-letter codes and other abbreviations, refer to the "Guid- 
ance Notes on Codes and Abbreviations" appearing at the begin- 
ning of each regular issue of the PCT Gazette. 



